Objective: Functional Assessment of Cancer Therapy-Esophagus is a healthrelated quality of life instrument validated in patients with esophageal cancer. It is composed of a general component and an esophageal cancer subscale. Our objective was to determine whether the baseline Functional Assessment of Cancer Therapy-Esophagus and esophageal cancer subscale scores are associated with survival in patients with stage II and III cancer of the gastroesophageal junction or thoracic esophagus.
Esophageal cancer has a significant effect on health-related quality of life (HRQOL). 1 Dysphagia is the primary symptom leading the patient to seek medical attention. In addition to the physical problem of difficulty swallowing or the weight loss that may result, social isolation may occur because the inability to swallow comfortably or the risk of food regurgitation may lead to increasing withdrawal from social situations. Poor HRQOL has been shown to be associated with poorer long-term survival in several cancers, [1] [2] [3] [4] [5] [6] [7] primarily in those with lung and breast cancer, but there is also evidence demonstrating that poor HRQOL is associated with poorer long-term survival in patients with esophageal cancer. 2, 3, 5, 6 However, these studies were based on post-treatment HRQOL or changes of HRQOL over the course of treatment. 2, 3, 5, 6 Given that esophageal cancer initially may present with significant HRQOL issues, it seems likely that baseline HRQOL may be an especially important prognostic tool in this patient population.
The Functional Assessment of Cancer TherapyEsophagus (FACT-E) is an HRQOL instrument validated in patients with esophageal cancer. It is composed of a general component (FACT-G) and an esophageal cancer subscale (ECS). Our objective was to determine whether the baseline FACT-E or the baseline ECS alone is associated with overall survival in patients with stage II and III cancer of the gastroesophageal junction or thoracic esophagus.
MATERIALS AND METHODS Patient Population
Data from 4 prospective, nonrandomized studies in 3 large Canadian academic hospitals (Toronto General Hospital, Princess Margaret Cancer Centre, The Ottawa Hospital) were combined. Table 1 provides a brief description of these studies. The current study and all 4 studies were approved by institutional ethics boards. 8, 9 These studies included consecutive eligible patients with clinical stage II or IV cancer of the gastroesophageal junction or thoracic esophagus who received chemotherapy (mostly with cisplatin and irinotecan for up to 3 cycles) and concomitant radiation (typically 50 Gy in 25 fractions) as neoadjuvant therapy or as part of bimodality therapy without surgery. For the purposes of this current study, patients were classified as having received chemotherapy or radiation therapy if they completed at least 50% of the intended therapy. In 1 of the 4 studies, adjuvant sunitinib was used. Sunitinib is a broad-spectrum orally available multitargeted tyrosine kinase inhibitor with antiangiogenic and antitumor activity. 10 For the purposes of this current study, patients were classified as having used adjuvant sunitinib if they had at least 6 months of sunitinib therapy.
The surgical techniques used included McKeown esophagectomy, Ivor-Lewis resection, left thoracoabdominal approach with a left neck incision, minimally invasive esophagectomy, and transhiatal esophagectomy. En bloc resection of overlying mediastinal pleura, a cuff of the diaphragmatic crura, and mediastinal fat was recommended. Recommended lymphadenectomy included lower mediastinal and abdominal lymph nodes. Proximal and distal margins, measured in the operating room, were more than 5 cm beyond the macroscopic tumor. Clinical follow-up after surgery or definitive chemoradiation therapy occurred every 3 months until 2 years postoperatively followed by every 6 months until 5 years postoperatively. Radiologic follow-up occurred with at least yearly computed tomography or chest x-ray for 5 years. Staging was defined according to the 7th edition of the American Joint Committee on Cancer TNM staging system. Pathologic stage was used to describe those who underwent surgery, and clinical stage was used to describe those who did not undergo surgery.
Health-Related Quality of Life Instrument
The FACT-G is a general HRQOL instrument that has been validated for use in any cancer; it consists of 28 questions covering the domains of physical well-being, functional well-being, social well-being, and emotional well-being using a 5-point Likert scale. 9 A disease-specific module, the ECS was validated and added to the FACT-G to result in the FACT-E for esophageal cancer. 9 The ECS consists of 17 items addressing eating, swallowing, enjoyment of food, voice, dry mouth, appetite, cough, choking, and pain; each of these is evaluated using a 5-point Likert scale to generate a summary score of esophageal-specific concerns. 9 Higher scores denote better quality of life. All patients completed FACT-E at baseline; surveys were self-administered at the time of the first consultation with the thoracic surgeon or medical or radiation oncologist before initiation of any therapies.
Statistical Analysis
For univariate analysis, normally distributed continuous data were reported as means with standard deviations and analyzed using independent sample t tests. Data that were not normally distributed were reported as medians with interquartile ranges and analyzed using the Mann-Whitney U test. Fisher exact tests were used for univariate analysis of categoric data. Multivariate time-to-event analyses were performed using Cox regression analyses. FACT-E and ECS were our main predictors of interest. We performed separate Cox regression analyses including only 1 HRQOL for each model (ECS or FACT-E). A forced-entry method was used to control for the following variables: age, stage, histology (adenocarcinoma vs nonadenocarcinoma), year of treatment, and whether the patient received surgery, chemotherapy, radiation, or adjuvant sunitinib therapy. The variable ''curative intent'' was used to distinguish those patients who received chemoradiation therapy as a curative modality (ie, in select patients with squamous cell cancer) from those who received it on a palliative basis (ie, unresectable or metastatic disease As a preliminary test of prognostic ability, 2 multivariate logistic regression models were constructed with the outcome being ''survival for more than 2 years'' for both models. This outcome was chosen because it was a clinically relevant period of survival that would warrant aggressive therapy. The main predictor of interest in 1 model was baseline FACT-E; this model did not include ECS as a stand-alone variable. Baseline stand-alone ECS was the main predictor of interest in the other model; this model did not include the overall FACT-E. The purpose of these models was to assess whether they could predict 2-year survivors using only data available at presentation (before any treatments). Thus, the other covariates in the models were age, clinical stage, and histology (adenocarcinoma vs nonadenocarcinoma).
A 2-sided alpha of 0.05 was used for all tests of significance. Statistical analyses were performed using the SAS statistical package (version 9.3; SAS Institute, Inc, Cary, NC).
RESULTS
There were 207 patients with stage II and IV esophageal cancer treated between 1996 and 2014; 194 patients (93.7%) were treated at the University Health Network (Toronto General Hospital and Princess Margaret Cancer Centre), and 13 patients were treated at the Ottawa Hospital. Thirty-five patients had stage IV disease and were treated with palliative intent, whereas the remaining 172 patients with stage II or III disease were treated with curative intent ( Table 2 ). The completion rate of baseline FACT-E survey was 100%. Mean age was 61 AE 10.6 years, and 144 patients (69.6%) had adenocarcinoma. The distribution of FACT-E and ECS scores is shown in Figure 1 .
The majority of patients (62.3%, n ¼ 129) received neoadjuvant chemoradiation or perioperative chemotherapy (preoperative and postoperative). An additional 25 patients (12.1%) received surgery only, and the majority of the remaining patients received definitive or palliative chemoradiation therapy. A few also received just chemotherapy or radiation therapy because of an inability to tolerate combined therapy. Fourteen patients (6.8%) completed 6 to 12 months of therapy with adjuvant sunitinib. The distribution of surgical approaches was as follows: McKeown esophagectomy (n ¼ 27, 17%), Ivor-Lewis resection (n ¼ 49,31%), left thoracoabdominal approach with a left neck incision (n ¼ 53, 34%), and transhiatal esophagectomy (n ¼ 17, 11%). Minimally invasive esophagectomy, most commonly a minimally invasive Ivor-Lewis, was performed in 11 patients (7%).
With more than 9 months of follow-up for all patients, 114 deaths were observed. By excluding patients in stage IV, 93 deaths were observed in the patients treated with curative intent. Mean and median follow-up were 2.28 and 1.78 years, respectively. On unadjusted/univariate analysis, higher mean FACT-E and ECS were associated with overall survival (Table 3) . On multivariate/adjusted 
. Tables 4 and 5 show the results of adjusted Cox regression analyses using FACT-E (Table 4 ) and ECS (Table 5) as dichotomous variables. The C-statistics for the FACT-E model and the ECS model were 0.71 (95% CI, 0.65-0.76) and 0.72 (95% CI, 0.66-0.78), respectively. Sensitivity analysis considering baseline FACT-E and ECS as quartiles showed a significant trend of increasing survival with increasing baseline FACT-E (P ¼ .02) and ECS (P < .001) quartile ( Figure 3 ). Sensitivity analyses using clinical stage rather than pathologic stage replicated the findings that FACT-E and ECS were independently associated with survival and that stage did not appear to be independently and significantly associated with survival in this cohort. Sensitivity analyses including patients with stage 4 also replicated these findings. Table 6 shows the results of a multivariable logistic regression for predictors of 2-year survival using only variables known at baseline before any treatment. Addition of FACT-E to the reduced model had the following effects: (1) changed the model from being nonpredictive to being predictive of 2-year survival (Omnibus test P ¼ .54 to P ¼ .03); (2) increased the pseudoR 2 by 0.04; and (3) increased the C-statistic by 0.11. Addition of ECS to the reduced model had the following effects: (1) changed the model from being nonpredictive to being predictive of 2-year survival (Omnibus test P ¼ .54 to P < .001); (2) increased the pseudoR 2 by 0.21; and (3) increased the C-statistic by 0.10. Thus, these analyses suggest that FACT-E or ECS, when added to routine clinical data, improves the ability of the model to predict 2-year overall survival. Moreover, it appears that FACT-E and ECS are the predictors that drive the ability of these particular models (including age, stage, histology, and performance status) to predict 2-year overall survival. Furthermore, these analyses suggest that ECS is a stronger predictor of 2-year overall survival than FACT-E.
DISCUSSION
In patients with stage II and III esophageal cancer being considered for curative intent therapy, higher baseline FACT-E or higher baseline ECS was independently associated with better overall survival. Previous studies reporting an association of HRQOL and survival have used post-treatment HRQOL or change in post-treatment HRQOL. The additional ability of baseline HRQOL to discriminate patient outcomes, when added to models using stage and type of therapy, may allow the development of a prognostic model to guide clinicians and patients in treatment decision-making. The ECS appears to have an even stronger association than FACT-E, as demonstrated by its HR and tighter CIs. Furthermore, ECS is a focused, shorter questionnaire. 9 However, use of the ECS independently requires further study because it has not been validated for use independent of the FACT-E. Our findings also suggest that the addition of FACT-E alone or ECS alone to statistical models will enhance the ability to predict 2-year survival in analyses that consider only variables available before treatment. It also appears that these HRQOL measures are the predictors that drive the ability of these particular models (including stage and histology) to predict 2-year survival. Furthermore, our findings suggest that ECS is a stronger predictor of 2-year overall survival than FACT-E. In the esophageal cancer literature, it has been shown that poor HRQOL is associated with poorer long-term survival in patients with esophageal cancer. 2, 3, [5] [6] [7] 11, 12 In contrast to our study, the predictor of survival in these studies was posttreatment HRQOL or changes of HRQOL over the course of treatment. 2, 3, 5, 6 Thus, this required patients to have undergone some therapy, and the effect of that therapy itself may have modified the HRQOL measurements. 2, 3, 5, 6 Although the association between survival and changes in HRQOL in response to therapy is a valuable addition to the literature, prognostication would be improved if HRQOL measured before any initiation of therapy was predictive of overall survival. The HRQOL instrument used in the majority of studies was the European Organization for Research and Treatment of Cancer Quality of Life Questionnaire-30 (EORTC QLQ-30) with the esophageal cancer disease-specific module esophagus 18.
3,5-7,11 By using a 4-point Likert scale, the QLQ-30 includes 5 functional scales (physical, emotional, social, cognitive, and role function) and 3 symptom scales (fatigue, nausea, and pain). 1, 13 There are 6 single-item questions (dyspnea, insomnia, appetite, constipation, diarrhea, and financial worries) that are also evaluated using a 4-point Likert scale. 1, 13 Global QOL is assessed by a single question using a 7-point Likert scale. 1, 13 The esophageal module (esophagus 18) includes 18 items addressing symptoms specific to esophageal cancer (eg, dysphagia). 1, 13 The studies that have used FACT-E as the HRQOL instrument have tended to be North American studies. 2, 12 Although some studies have explored whether baseline HRQOL can predict long-term survival in other cancer types, studies in esophageal cancer are more limited. 3, 4, 7, 11, 14, 15 The few studies that have explored this matter in patients with esophageal cancer all have been in European patient populations. 7, 11, 15 Blazeby and colleagues 7 first showed that baseline HRQOL using the EORTC QLQ-30 was associated with survival in a study conducted in an era (1993-1995) before the trials showing benefit for neoadjuvant and perioperative therapy. In their study of 89 patients with stage II to IV esophageal cancer (of whom only 38 were alive at 6 months post-therapy), they showed that physical function was independently associated with overall survival. 7 However, a limitation of this study was that they did not control for many important confounders, such as type of therapy given (ie, surgery, chemotherapy, radiation therapy). Moreover, this study's results, although groundbreaking, are not as applicable today in the era of better staging methodology and use of neoadjuvant and perioperative therapy. The fact that only 43% (38/89) of patients were alive at 6 months post-therapy supports this position. 7 More recently, van Heijl and colleagues 11 reported on 199 patients from 2 centers, of whom 187 completed baseline HRQOL instruments. They limited their study to patients with adenocarcinoma and who received only surgical therapy. 11 They found that the physical symptoms component of the HRQOL instrument was independently associated with overall survival. 11 However, a limitation of this study is that they used an unvalidated modification of the Rotterdam Symptom Checklist, which is a HRQOL instrument validated in general populations with cancer. 11 Another potential limitation is that although they performed multivariate analyses, they did not control for many important confounders, such as stage and whether adjuvant therapy was given. Furthermore, they did not control for the type of esophagectomy, which is a potential source of bias in light of the fact that 47% of patients underwent transhiatal esophagectomy. 11 In our study, esophagectomies were performed almost exclusively via the transthoracic or 3-field techniques, and thus we did not control for esophagectomy type. Most recently, Quinten and colleagues 15 performed a pooled analysis of 30 European randomized controlled trials to determine whether baseline HRQOL was associated with long-term survival. Of the 11 cancer sites included in this pooled analysis, they used data from 1 randomized controlled trial on esophageal cancer that had HRQOL (EORTC QLQ-30) data on 65 patients. 15 On Cox regression analysis, they found that the physical and social functioning scales were independently associated with overall survival in patients with esophageal cancer. 15 However, a major limitation of this study is that they did not control for stage or treatment received.
A limitation of many of these studies is that the different components of the HRQOL instrument are considered as separate variables in the multivariate analyses. This can potentially introduce bias in several ways. Most important, this practice separates components of the HRQOL instrument into unique variables that have not been validated on their own but rather as part of the overall HRQOL instrument. It is unclear whether the validated overall HRQOL instrument is itself predictive of survival in these studies. Another potential source of bias is that this practice results in multiplicity of testing; for example, Blazeby and colleagues 7 input 16 components of the HRQOL instrument into the multivariate model as 16 separate variables. Furthermore, this could lead to another source of bias, which is the use of many more predictors in a model than is conventionally considered acceptable for regression model stability. In general, having less than 5 to 10 events/ outcomes per predictor is considered high risk for model instability. In our study, we initially considered only the FACT-E as a unique predictor and did not separate it into the component subscales. In part of an exploratory analysis, we identified that the ECS itself appeared to be a unique predictor. Given that the ECS has not been validated as an independent measure, this result requires further research. A strength of our study is that we controlled for many important confounding variables, including stage and treatment received. Furthermore, we did so using a forced-entry method rather than a stepwise elimination method. This forced-entry method has the effect of controlling simultaneously for all the included predictors and confounders as opposed to stepwise elimination methods that only control for the predictors and confounders that are included in the final model after all the eliminations. The forced-entry method is considered a more robust modeling method when the event rate is high enough to support it. Our models had a sufficiently high event rate with more than 10 events per predictor. Another strength of our study is that we have shown that FACT-E and ECS are associated with survival whether we consider them as continuous, dichotomous, or quartile variables; this mitigates the risk of spurious results that can arise from dichotomizing an inherently continuous variable.
Study Limitations
Limitations to our study include potential bias because patients who were treated without surgery were staged clinically, whereas those treated surgically were staged pathologically. However, sensitivity analyses using clinical stage for all patients replicated the findings of our primary analyses. In our study, stage did not appear to be independently and significantly associated with survival in this cohort. This likely is due to a lack of power to detect a difference in the effect of stage on survival because of our sample size. We cannot use a study of this size to make commentary on the effect of stage on survival, especially in this study considering mainly stage II and III cases. However, we are able to use that variable (ie, stage) in our multivariable analysis and control for confounding effect of stage as we try to determine the effect of baseline HRQOL on survival. The finding that stage was not associated with survival might also be due to some degree of collinearity between stage and therapy. That being said, our model diagnostics did not reveal a significant degree of collinearity between stage and therapy as they relate to the survival model. Another limitation is that these data were derived from patients enrolled in prospective studies and thus may not be generalizable to patients who are not actively being monitored in a prospective manner.
CONCLUSIONS
In patients with stage II and III esophageal cancer being considered for chemoradiation therapy, higher baseline FACT-E and ECS were independently associated with better overall survival. On the basis of a review of the literature, further study is needed to assess the prognostic ability of the baseline HRQOL measures to predict survival using only data available before any treatment. Our findings, using data only available before any treatment, suggest that FACT-E and ECS are independent predictors of 2-year survival and appear to drive the ability of the model to predict 2-year survival. These analyses suggest that ECS increases the predictive/discriminatory power of the model more than FACT-E. Although further study is needed, the ECS may be an even stronger predictor than FACT-E and is a focused, shorter questionnaire than the FACT-E and other esophageal-specific HRQOL instruments. Further studies are needed to assess whether the ECS can be used as a parsimonious prognostic tool to inform patient decision-making and patient selection criteria for studies.
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Discussion
Dr T. Watson (Rochester, NY). I congratulate Dr Kidane and colleagues from the University of Toronto on this nicely presented report assessing the impact of HRQOL on overall survival in patients with esophageal cancer. Staging for cancer can be conceptualized in several ways. Traditionally, anatomic staging has been the standard, whether based on clinical grounds or pathologic interpretation of resected specimens. More recently, the concept of genetic staging has been introduced, with the hope that it ultimately will be more useful and will overcome the limitations inherent to anatomic approaches. What we have heard about today is symptomatic staging of esophageal cancer and how it predicted overall survival in treated patients. The idea of using symptoms, quality of life, or performance status to select patients for therapy is important for us as surgeons as we decide on potentially morbid operations, although we have generally considered the impact on short-term perioperative outcomes rather than on long-term cure. This report today is the first to demonstrate that the severity of preoperative symptoms can be predictive of our ability to cure patients with esophageal cancer.
The concept that more symptomatic patients ultimately do worse is intuitive, although I wonder about confounding variables, particularly tumor stage and treatment type. I was struck by the fact that on univariate analysis, tumor stage did not affect survival, nor did intent of therapy, whether curative or palliative.
I have 3 questions. How do you explain the fact that symptoms appeared more predictive of long-term cure than tumor stage? How was treatment with curative intent defined and why did it not seem to affect overall survival? The differences between mean preoperative FACT-E and ECS scores between surviving and nonsurviving patients were 5.5 and 6.5 points, respectively. Although these differences were statistically significant, how clinically significant were they and how should we use these data in deciding on treatment recommendations?
Dr Kidane. For your first question about the symptoms and tumor stage, admittedly, as you said yourself, our methods of staging patients are suboptimal, at best. We believe that the FACT-E and ECS are likely proxies for T stage. Anecdotally and clinically, we often believe that dysphagia likely represents at least a T3 lesion. We have been looking at our own data to see how FACT-E and ECS correlate with the T stage, and the short answer, without necessarily getting into it here, is that they do, but not entirely. I think that is where we see the prediction of overall survival. The other thing is that, in terms of staging, esophageal cancer is not the only thing that kills patients with esophageal cancer. It has just been alluded to by Dr Waddell about the patients with lung cancer. Sometimes the treatment that we give them kills them, and sometimes it does it in a way that is paradoxical. Patients who we think have a low enough stage to tolerate our treatments often will get the full vagaries of the treatments we provide and may die sooner than patients with a higher stage.
If you will allow me a little indulgence, in these days of increasingly more complex and expensive staging investigations, it may be a radical reminder that actually something as simple as patient history may be just as valuable. I think the more radical and probably important inference is that something in the patient experience itself may provide some subtle cues about what is going on below the surface, things like a patient's ability to tolerate surgery or maybe some subtle signs of occult metastatic disease, and that may be more valuable than, let's say, an endoscopic ultrasound or a positron emission tomography scan at certain points.
The second question is about the definition of curative intent. Curative intent was a variable we created to distinguish those patients who received definitive chemoradiation therapy as a curative modality, and these would be patients who have squamous cell cancer, from those who received it on a palliative basis. We did not show this, but on Cox regression analysis, curative intent actually was the only other independent predictor of overall survival. We stayed away from presenting those data because we wanted to focus on the use of the Cox regression analyses to elucidate the independent effect of FACT-E and ECS, and all those other variables, although important, were used to adjust and control for their confounding effect, not to look at their own effect themselves. I think the curative intent piece is an interesting piece because it is the physician or clinician side of the coin of the FACT-E and ECS. It is somehow a broad gestalt sense that incorporates stage and our estimation of the ability of the person to tolerate the treatment. I think that is one of the reasons why it came out as being the only other independent predictor instead of stage or treatment. I believe the last question is about whether a mean difference of 5.5 or 6.5 represents a clinically significant difference between ECS or FACT-E. You make an important distinction between clinical and statistical significance, and in the world of patient-reported outcomes, this concept is actually termed the ''minimally important difference,'' and this minimally important difference is defined as the minimal numeric change in a score that results in a meaningful difference to the patient's quality of life. Although there has not been any recent work on the development of such a minimally important difference, in the FACT-E, there has been work in the FACT-G, and that minimally important difference is thought to be approximately 5. So, going back to our results, a difference of 5.5, I would say it would be safe to potentially extrapolate that that would be a clinically significant or meaningful difference. That being said, the second point I would like to make is that I would take the differences in the mean ECS or mean FACT-E between the 2 groups on univariate analysis with a grain of salt. I say this because that intergroup measure ignores the important intragroup variations in the ECS and FACT-E score itself between each individual patient. It also ignores all the multiple interactions of all the other confounders. So the more valuable way to look at it is through a multivariate logistic or a Cox regression analysis where you can look at each ECS, each FACT-E per individual, and look at how it relates to the different confounders.
In terms of how can we use these data to make treatment recommendations, I don't believe we are at that stage in these data to make too many recommendations. The next steps would be to use these regression data to create or generate receiver operating characteristic curves and then try to identify some sort of cutoffs that would best discriminate between low and high survival groups, and then derive a model that can be externally validated.
Dr Watson. I suggest for the article that you nail down the definitions of curative and palliative, because there can be a lot of overlap. Also think about how we can use these data for meaningful recommendations.
Dr A. Lerut (Leuven, Belgium). I think the group with the low score relates to the FACT-G. The factor that you measure there is poor physical function. Poor physical function relates to more complications after surgery. More complications relate to a higher risk for recurrences. I'm just wondering whether this will be a useful tool to discriminate patients who, for instance, would benefit from trying to upgrade them to a higher score before operation by improving nutritional status, pulmonary function, and so forth. Do you have any ideas on this from your study?
Dr Kidane. I believe Dr Lerut's question is relating to whether prehabilitation can help to augment people's ability to tolerate surgery, and therefore maybe transform their ability to tolerate it. That is an important concept, and I think it is gaining a lot of traction these days. With respect to our study, that is a difficult thing to say, because I believe that FACT-E and ECS encapsulate 2 concepts that we know of. There may be other concepts that we don't understand. One concept is the one you are speaking about, their ability to tolerate surgery, their general functioning, their well-being. The other aspect is about the specific symptoms they have related to cancer, which may not be modifiable by prehabilitation. I think that is an interesting thing that should be looked at going forward.
Dr S. DeMeester (Los Angeles, Calif). Very nice study. At face value it makes no sense, but if we look into it a little bit further, maybe there is something to it. Clearly, if you have a T1a lesion, regardless of your quality of life, you are almost certainly going to be cured. If you present with systemic metastases, regardless of your quality of life, you are not likely to survive. So clearly, at the ends of the spectrum, stage matters and quality of life is not as significant an issue. But in the middle, perhaps it's the patient's desire to fight off the lesion. We all know that some of these people are super aggressive about fighting their cancer. They get into health food stores. They change their habits. They do everything they can to fight the tumor. Other people just sort of throw in the towel and wait to die. How much is personal motivation a factor in this? Maybe we can use this in an attempt to bring patients into more involvement with their treatment and care to get a better outcome? Any thoughts on this?
Dr Kidane. That is an interesting viewpoint and comment. I think I'll add to that and say that perhaps the subtle things about the patient's viewpoint about life, about whether they are willing to fight and have this moxie, I guess you could say, may be a reflection of an overall state. Maybe patients with occult metastatic disease don't have that. So there could be 2 points about it, one about the ability of a patient to drive his/her own strength and the other part about whether there is something subtle about the patient experience that medical science hasn't caught up with.
